Support Care Cancer (2001) 9:477-438
DOI 10.1007/s005200100244

SPECIAL ARTICLE

Friedrich Stiefel

Maria DieTrill

Alexandre Berney

Juan Manuel Nunez Olarte
Darius Razavi

Published online: 22 May 2001
© Springer-Verlag 2001

Friedrich Stiefel, Maria Die Trill,
Alexandre Berney, Juan Manuel Nunez
Olarte, Darius Razavi, and the members of
the Steering Committee of the Research
Network of the European Association for
Palliative Care

The named authors are the invited experts
who make up the Expert Working Group
mentioned in thetitle, which is chaired by
F. Stiefel and co-chaired by J. Olarte

The members of the Steering Committee

of the Research Network of the European
Association for Palliative Care are:

Franco De Conno (Chair), Augusto
Caraceni, Nathan Cherny, Carl Johan First,
José Antonio Ferraz Gongalves,

Geoffrey Hanks, Stein Kaasa, Sebastiano
Mercadente, Juan Manuel Nunez Olarte,
Philippe Poulain, Lukas Radbruch, Carla
Ripamonti, Friedrich Stiefel

F. Stiefel ([])

Psychiatry Service, University Hospital
Lausanne, 1011 L ausanne, Switzerland
e-mail: frederic.stiefel @inst.hospvd.ch
Tel.: +41-21-3141090

Fax: +41-21-3141098

M.D. Trill

Psycho-Oncology Unit, University
General Hospital Gregorio Maranon,
Madrid, Spain

A. Berney
Psychiatry Service, University Hospital,
Lausanne, Switzerland

JM.N. Olarte

Palliative Care Service, University
General Hospital Gregorio Maranon,
Madrid, Spain

D. Razavi
Psychiatric University Clinic,
Hopital St. Anne, Brussels, Belgium

Depression in palliative care: a pragmatic
report from the Expert Working Group
of the European Association for Palliative Care

Abstract Our objectivein this
study was to summarize the relevant
knowledge on depression in pallia-
tive care and to provide a frame-
work for clinical, scientific and edu-
cational efforts at improving its
management. The Research Steering
Committee (RSC) of the European
Association of Palliative Care
(EAPC) established an Expert
Working Group (EWG) to address
the issue of depression in palliative
care. Each invited expert was allo-
cated a specific topic and was asked
to review the literature. These re-
views were presented during the
Sixth Congress of the EAPC in
1999 and then discussed in a closed
meeting with members of the RSC.
Based on these reviews, and the dis-
cussions that followed their presen-
tation, afirst draft of the paper was
produced and circulated among the
invited experts and members of the
RSC who had been present at the
meetings. After some debate the
manuscript was revised, and a sec-
ond draft was circulated, thistime
also to RSC members who had not
attended the meetings. All persons
consulted have agreed on this final
version of the report. The EWG con-
cluded that the current level of evi-
dence did not lend itself to the de-
velopment of clinical guidelines and
decided to publish the results of
their work as a pragmatic report.
The report is divided into four sec-
tions, focusing on detection, training
and nonpharmacol ogical and phar-

macological treatment of depression
in paliative care. For each of these
sections, general considerations are
addressed on the basis of the litera-
ture review and of clinical experi-
ence and a short description of unre-
solved issues and recommendations
is provided. Underdetection and un-
dertreatment of depression is a seri-
ous problem in palliative care.
Training of the nonpsychiatric staff
should therefore have the highest
priority. A proactive, flexible and
comprehensive strategy embracing
clinical, scientific, and educational
aspects is advocated.

Keywords Depression - Palliative
care - Detection - Treatment - Staff
training
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Introduction

The European Association for Palliative Care (EAPC) is
a multiprofessional association for persons involved in
palliative care. The EAPC has specific networks for is-
sues related to education, ethics, policy questions and re-
search. The Research Steering Committee (RSC) of the
research network of the EAPC initiates Expert Working
Groups (EWG) to address specific topics, to summarize
relevant knowledge, to develop recommendations, and to
identify priorities for future research. So far, the topics
covered by EWGs have been concerned with morphine
administration [38], pain assessment tools [13], break-
through cancer pain [65], management of bowel obstruc-
tion [83], the use of corticosteroids in palliative care
[28], and strategies to manage adverse effects of ora
morphine [15].

The meetings of the EWG on Depression in Palliative
Care were held during the Sixth Congress of the EAPC
in Geneva (22-24 September 1999). In four open work-
shopst the invited experts reviewed relevant aspects of
depression in palliative care, with particular reference to
detection, training, and nonpharmacological and pharma-
cological treatment. A closed meeting with the experts
and members of the RSC was organized a day after the
congress to discuss these topics in detail. A first version
of this paper summarizing the presentations and the sub-
sequent discussions was drafted by the Chair and circu-
lated to the Co-Chair, the invited experts and the mem-
bers of the RSC who attended the closed meeting. After
revision, a second version circulated, this time also to
members of the RSC who had not been able to attend the
closed meeting. Only unanimous conclusions have been
included in this fina version, which is based as far as
possible on scientific evidence. Since a large part of the
knowledge on this topic is not yet supported by scientific
evidence, the EWG concluded that the current level of
evidence did not lend itself to the development of clini-
cal guidelines [110]. The results of the work are there-
fore presented as a pragmatic report based on a literature
review by the invited experts, their clinical experience,
and the expertise of the members of the RSC. The litera-
ture review was provided by the experts and completed
by the Chair with the aid of such conventional sources as
Medline. The review cannot therefore be regarded as ex-
haustive. For each of the aspects specified above a sum-
mary of relevant knowledge will be presented, followed
by an account of the unresolved issues and the recom-
mendations for clinical practice and future research. The
aim of the paper is to provide a framework for clinical,

1 The workshops were chaired by F. Stiefel and co-chaired by J.M.
Nunez Olarte. “Detection of depression in palliative care” was
presented by D. Razavi, “Psychotherapeutic treatments’ by M.
Die Trill, and “Pharmacological treatments’ by A. Berney. “Edu-
cational aspects’ was presented by D. Vuille (replacement) and
then discussed by F. Stiefel

scientific and educational efforts to improve the manage-
ment of depression in palliative care.

Background

The topic “depression in palliative care” was chosen by
the RSC because psychiatric disorders are frequent in
palliative care, often remain undetected and untreated,
and add considerably to the burden of suffering on pa-
tients who are already facing severe physical and psy-
chosocial problems [77, 94]. The RSC considered the
topic “psychiatric disorders in palliative care” was too
broad to be treated by an EWG and decided first to ad-
dress a specific disorder and then utilize a similar ap-
proach for other psychiatric disorders frequently ob-
served in palliative care. Since most of the literature on
depression in palliative careis related to adult cancer pa-
tients and most of the patients in palliative care suffer
from malignant diseases (WHO [112]), this paper draws
largely on experience with adult cancer patients. Howev-
er, there are many other diseases, such as cardiovascular,
neurological, metabolic and rheumatological diseases, in
which depression is also a relevant topic. The recom-
mendations — with modifications where necessary —
should therefore also be useful for patients with nonma-
lignant diseases. In addition, this first EWG on a specific
psychiatric disorder in palliative care could serve as a
model for other EWGs addressing psychiatric disorders
of pediatric and geriatric patients.

General aspects of depression in palliative care

Two major paradigms exist in current clinical practice for
defining depression: (1) the general phenomenon of de-
pressive symptoms and (2) specific depressive disorders
defined by diagnostic criteria [104]. While the general
medical sector tends to conceptualize depression accord-
ing to the former definition, a large proportion of mental
health specialists conceptualize depression according to
the second one [82]. These two paradigms have different
implications for clinical care and treatment response. For
example, antidepressant treatment has proved to be bene-
ficial for patients with depression, but not for those with a
depressive symptomatology attributable to an adjustment
disorder [5]. The EWG was given a mandate to focus on
major depression in palliative care and has therefore
based its work on the established diagnostic criteria of the
Diagnostic and Statistical Manual of Mental Disorders
(DSM-IV) of the American Psychiatric Association [1],
the most widely used diagnostic system (Table 1).

The prevalence of depression in palliative care varies,
depending on type and stage of disease, setting and pop-
ulation characteristics [62], and has been reported as
3.7-58% [11, 21, 99]. Among hospitalized cancer pa-



479

Table1l DSM-IV criteria of major depressive episode.2 Five (or
more) of the following symptoms® have been present during the
same 2-week period and represent a change from previous func-

tioning; at least one of the symptoms is either (1) depressed mood
or (2) loss of interest or pleasure

— Depressed mood most of the day, nearly every day, asindicated by either subjective report (e.g. feels sad or empty)

or observation made by others (e.g., appears tearful)

— Markedly diminished interest or pleasurein al, or almost al, activities most of the day, nearly every day
(asindicated by either subjective account or observations made by others)

— Significant weight loss when not dieting or weight gain (e.g., a change of more than 5% of body weight in a month),

or decrease or increase in appetite nearly every day
— Insomniaor hypersomnia nearly every day

— Psychomotor agitation or retardation nearly every day (observable by others, not merely subjective feelings

of restlessness or being slowed down)
— Fatigue or loss of energy nearly every day

— Feelings of worthlessness or excessive and inappropriate guilt (which may be delusional) nearly every day

(not merely self-reproach or guilt about being sick)

— Diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective account

or as observed by others)

— Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan,

or asuicide attempt or a specific plan for committing suicide

aAdapted from the Diagnostic and Statistical Manual of Mental
Disorders (DSM-1V) (APA)

b The symptoms cause clinically significant distress or impairment
in social, occupational, or other important areas of functioning.

tients with significant levels of physical impairment, at
least one quarter of patients with advanced disease suffer
from aclinically relevant and treatable depressive illness
[7, 53, 54, 75, 102]. Unfortunately, only a minority of
these patients receive the necessary pharmacological
treatment [53, 59, 95]. The undertreatment of depression
has different reasons [5, 6]. Among them are the difficul-
ties of physicians to talk with patients about their emo-
tions [61], or the belief — even among mental health pro-
fessionals — that depression is somehow inevitable in the
terminaly ill [25]. It is unfortunate that health care pro-
fessionals and the public agree that depressive illness
should be treated in the physically healthy but remain
skeptical about the treatment of depression in patients
with severe somatic diseases.

In the palliative care setting depression and pain often
coexist and influence each other. A close correlation be-
tween long periods of pain and depressive feelings has
been demonstrated, a correlation that may be due to neu-
rotransmitter changes, but also to psychological exhaus-
tion [93]. On the other hand, pain-free periods are known
to give patients new strength and to lower the incidence
of mood disturbances and suicidal ideation [85]. It is
very difficult to establish a diagnosis of depression in an
individual suffering from unrelieved pain, and pain per-
ception on the other hand may be influenced by de-
pressed mood. Many of the symptoms of depression,
such as sleep and appetite disturbances or loss of energy
and fatigue, are also associated with unrelieved pain and
disappear when analgesia is achieved [9]. Adequate
treatment of pain is therefore most important in the man-
agement of depression in palliative care.

The symptoms are not due to direct physiological effects of a sub-
stance or a medical condition, and are not better accounted for by
bereavement

Detection of depression in palliative care

The undertreatment of depression in palliative care is
closely related to the fact that depression remains unde-
tected in a substantial number of patients [72, 99]. Some
studies have found that depression remains unrecognized
in more than 50% of depressed medically ill patients [56,
69]. The difficulty lies in differentiating depression from
other psychiatric disorders, such as acute stress reactions
or adjustment disorders and from normal reactions such
as grief, or from somatic states that may mimic depres-
sion [16]. The psychiatric interview, conducted by an ex-
perienced consultation-liaison mental health professional
who is familiar with patients with advanced disease,
would certainly be the gold standard for detection of de-
pression in this patient population [29, 75]. However, in
most settings mental health specialists are not part of the
palliative care team or their number is very limited. De-
tection of depression in palliative care by the treating
physicians and nurses is therefore crucial.

The medical staff need specific knowledge, skills and
instruments to detect depression in palliative care. Train-
ing in psychiatric issues is complex, however, and vari-
ous factors hamper effective educational efforts (see sec-
tion on Training, below). Most scientific approaches to
the problem have concentrated on the use of screening
instruments to detect depression. Screening is designed
to detect a given disturbance early; it picks up false-posi-
tive and false-negative cases and is not diagnostic in
confirming caseness. The instrument that has been most
widely utilized and evaluated in the palliative care set-
ting is the Hospital Anxiety and Depression Scae
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(HADS) [113]. This self-report scale is especialy suit-
able for the medically ill, since it does not include the
somatic symptoms of depression, such as fatigue, pain or
insomnia, which may also be caused by the illness or its
treatment [60]. Severa studies have concluded that the
HADS is asimple, sensitive and specific tool that can be
used to screen for adjustment, depressive, and anxiety
disorders [37, 51, 52, 79]. However, there are severa
problems associated with the use of the HADS in daily
clinical practice. First, the sensitivity and specificity of
the instrument depends on cut-off points, which may
change in different patient populations (e.g. inpatients,
outpatients, young and elderly patients, patients differing
in stage and type of disease) [45, 76]. Second, as with
any other instrument, higher sensitivity is associated
with lower specificity and higher specificity with lower
sensitivity. Third, the HADS is a screening instrument
for adjustment disorders with anxious and depressed
mood, as well as for major depression or dysthymic and
anxiety disorders. Since the types of intervention needed
to treat these disorders differ, the HADS lacks a diagnos-
tic component that would allow the diagnosis of mgjor
depression. Fourth, the HADS is an instrument based on
self-report: acute stress reactions contribute to relatively
high rates of false-positive results and social desirability,
to false-negative results [96]. Its suitability for use as a
screening instrument for depression in palliative care has
therefore been called in question [35].

There are studies comparing different screening in-
struments [43, 45, 52], such as the HADS [113], the
Zung Self-Rating Depression Scale [24], the Genera
Health Questionnaire (GHQ) [30], and the Rotterdam
Symptom Checklist (RSC) [20]. However, the aforemen-
tioned problems associated with screening remain the
same. Diagnostic instruments for the detection of psychi-
atric disorders, including depression, also exist. The
Prime MD — to mention one widely used and validated
instrument — has been designed to diagnose six major
psychiatric disorders (including depression) prevalent in
primary care and consists of a one-page patient question-
naire and a structured diagnostic interview conducted by
the physician [91]. This instrument has not been adapted
and validated for palliative care. A two-step screening
and diagnostic procedure for depression in palliative care
has not yet been devel oped.

Unresolved issues

When all these difficulties associated with screening are
taken into account, it becomes clear that no suitable in-
strument is available for the detection of depression in
palliative care. Severa issues therefore remain unre-
solved (Table 2). It remains unknown whether training in
how to diagnose depression may be an aternative to the
use of screening instruments or whether screening should

Table 2 Detection of depression in palliative care: unresolved is-
sues

Should efforts concentrate on screening instruments or on
comprehensive, educational strategies?

Are specific mental disorders or “psychological distress’ the focus
of detection?

Since detection is not a one-point procedure, how should it be
conceptualized longitudinally?

How can somatic symptoms of depression be taken into account
inamedically ill patient population?

Intra- and interindividual variations in symptom thresholds,
language barriers and personality traits hamper uniform detection
procedures

Theroles of the specialized mental health professionals remain
undefined

be implemented as an isolated act. It also remains unclear
whether screening should focus on specific disorders,
how often it should be repeated over time, and how the
somatic symptoms of depression should be taken into ac-
count. In addition, the screening of patients who are un-
able to communicate because of language barriers, per-
sonality traits or severe depressive states also remains an
unresolved problem. The inter- and intraindividual varia-
tions in the threshold of psychological suffering and ad-
aptation make it impossible to conceive of screening as a
one-point procedure [ 78, 79]. Finally, the roles of the spe-
cialist nurse clinician [102] and of the consultation-liai-
son mental health professional have to be defined. In one
study only 3 out of 106 patients receiving antidepressants
were referred to mental health specialists [53].

Several other factors affect the diagnosis of depres-
sion. Among them are the diagnostic criteria: if diagnos-
tic criteria differ, prevalence rates will of necessity aso
differ [47]. The same holds true for symptom severity
thresholds, which may differ depending on instruments
and clinical judgments [107]. In addition, inclusion and
exclusion of somatic symptoms of depression or their
substitution with psychological symptoms affect diagno-
sis prevalence rates. A flexible approach could be to ex-
clude physical symptoms in the diagnosis of depression
if they are probably due to physical disease or its treat-
ment and to include them if they are more likely to be
part of the depressive symptomatology [8].

Recommendations

As mentioned above, empirical studies addressing these
guestions are lacking; the following recommendations
are therefore based on the clinical experience of the
EWG and the literature (Table 3). Since palliative care
settings vary widely with regard to patients and health
care delivery characteristics, recommendations for the
detection of depression also vary. For example, ambula-
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Table 3 Detection of depression in palliative care: recommenda-
tions

The setting (patient and care delivery characteristics) should
influence detection strategies; flexibility is most important

The “wait-and-see” policy should be replaced by a proactive
strategy characterized by “trial and error”

Implementation of screening should be complemented by training
and a comprehensive management strategy

Close collaboration with specialized mental health professionals
from consultation-liaison psychiatry is mandatory

Comparison of different strategies should be the focus of future
research

Referral policy to mental health professionals should be defined
depending on the local circumstances

tory patients would have to be screened with different
threshold levels than would inpatients, and any referral
policy will depend on existing resources in terms of
mental health specialists. Nevertheless, the current
policy of “wait and see” should be replaced by a
proactive clinical, scientific and educationa strategy
characterized rather by “trial and error.” All screening
procedures should be complemented by staff training and
by close cooperation with consultation-liaison psychia-
try. Consultation-liaison psychiatry services are usually
staffed by mental health specialists from different profes-
sional backgrounds, such as psychiatry, psychology,
nursing and social work. With regard to future research,
comparison of different strategies should be favored, for
example, implementation of screening or diagnostic in-
struments versus training in clinical judgement. Defini-
tion of local referral policiesis aso recommended.

Staff training

The assessment and treatment of psychiatric disorders
depend on the ability to address sensitive issues, such as
emotional states, illness representations, and relation-
ships, which it may be difficult to ask about in patients
with advanced disease. The highest levels of agreement
between patients' self-reported depressive symptoms and
staff members perceptions are found when patients re-
port few or no depressive symptoms, with only 14% con-
cordance in the severe ranges of depression [64]. These
results are similar to those of studies on the correlations
between patients and health care professionals in their
perception of pain [93], illustrating that adequate assess-
ment is based on communication and not on intuition
alone. Communication, on the other hand, is not just a
natural gift, but can be influenced and improved by
training [26, 58, 80]. Other important aspects of training
are related to staff members’ knowledge about how to
diagnose depression, how to identify underlying etiolo-

gies, including organic factors, and how to differentiate
depression from normal and other pathologic states.
While the link between diagnosis and treatment of de-
pression may seem obvious, clinical experience and sci-
entific evidence from noncancer populations indicate
that less than a quarter of diagnosed depressed patients
receive effective treatment [3, 67]. In advanced disease
this percentage is probably even lower, since the reluc-
tance to prescribe antidepressants seems to be even
greater in such patients [53]. Finally, monitoring of treat-
ment and its adverse effects is often neglected and delays
the reaction (changes of treatment modalities) to nonre-
sponsiveness. In summary, many different factors ham-
per effective management of depression in palliative care
and make training of the staff necessary. They can be
identified as recognition barriers, diagnostic barriers, and
treatment barriers related to patients, physicians, or
health care system characteristics [31].

Up to now, only a few projects and studies have ad-
dressed the issue of training in the management of de-
pression for nonpsychiatric heath professionals [72].
While physicians seem to be aware of their need for im-
provement in diagnosing depression, effective strategies
are difficult to design and to evaluate [36]. In a random-
ized study, a brief educational intervention did not signif-
icantly improve residents' ability to detect depressed pa-
tients; nevertheless it had changed the residents’ attitudes
and knowledge relevant to the care of depressed patients
by the time they were followed up 6 months later [50]. In
another randomized controlled trial, the training of spe-
cialist nurses led to a six-fold improvement in their abili-
ty to recognize patients with depression compared with
nurses who had not had the training; the psychiatric refer-
ral rate increased five times, with a three- to four-fold re-
duction in the incidence of depression in the intervention
group [58]. However, the accumulating load on specialist
nurses and the tendency to delegate psychological care
are mgjor disadvantages of such models. It has also been
demonstrated that specific interviewing behaviors, such
as posing open-ended questions, periodically summariz-
ing the information supplied by the patient, and respond-
ing to nonverbal and emotional cues, led to greater recog-
nition of depression [2, 84]. These findings support the
view that training in communication skills promoting
such an interview behavior isimportant. In the Groningen
Primary Care Study recognition of psychological disor-
ders was not associated with better patient outcome; the
authors concluded that recognition was necessary, but not
sufficient, unless primary care physicians had the skills to
provide appropriate treatment [100]. This view has been
supported by other studies [31, 48]. Comprehensive strat-
egies are therefore needed, and the provision of an antide-
pressant algorithm [18] or of diagnostic criteria aone
seems not to be sufficient. First studies investigating
comprehensive educational strategies designed to im-
prove detection and treatment of depression in the physi-
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caly ill are currently under way [72, 73]. Such compre-
hensive strategies should also define referral policies for
mental health staff by outlining the limits of nonpsychiat-
ric competence. If staff members encounter difficult
cases, for example if there is diagnostic uncertainty, sui-
cidality, an important psychiatric comorbidity or unre-
sponsiveness to treatment, referral to specialized mental
health professionals should be the rule [6].

Unresolved issues

Unresolved issues in staff training are listed in Table 4
and include the following. First, the lack of trained men-
tal health specialists who are interested in palliative care
remains a serious problem, especially with regard to
training. Historically, psychiatry and somatic medicine
have developed separately, and the emergence of psychi-
atric liaison services in general hospitals is relatively re-
cent. Such services exist mainly in large hospitals and
those affiliated to universities [109]. This lack of mental
health specialists hampers educational efforts despite the
strong support for interdisciplinarity within the palliative
care movement. Second, even in settings where mental
health specialists are part of the paliative care team, the
choice of training strategies for the detection and man-
agement of depression are based on persona preferences
and skills. Working with personal preferences may in-
volve such advantages as increased motivation of the
trainer, but they may not meet the needs of the staff, in
which case they will be ineffective. Finaly, the question
remains whether patients, family members, nurses, physi-
cians or other team members should be the target of train-
ing interventions. It also has to be determined whether
communication skills, diagnostic skills or prescription be-
havior should be their main focus of these interventions.
Such studies are difficult to conduct, since they involve
both health care professionals and patients and outcomes
are influenced by avariety of confounding variables.

Recommendations

Based on the studies reviewed and on clinical experi-
ence, the transfer of knowledge (e.g. of diagnostic crite-
ria) alone may be a necessary but not a sufficient condi-
tion of improvement in the management of depression in
palliative care. Other important training aspects concern
the staff’s ability to develop appropriate communication
skills. The EWG therefore recommends complementing
the transfer of knowledge with training in communica-
tion skills. Such training courses have proved to be ef-
fective if their duration and content are adapted to the
type of work performed and if they are consolidated over
time [80]. Finally, the EWG recommends that future re-
search should focus on the evaluation and comparison of

Table 4 Staff training in the management of depression in pallia-
tive care: unresolved issues

How should the “transfer of knowledge” be organized given the
lack of mental health professionals working in palliative care?
What are the most effective strategies for the training

of nonpsychiatric staff?

Who should be the main target of training interventions and what
should be their main focus?

Table 5 Staff training in the management of depression in pallia-
tive care: recommendations

Transfer of knowledge is a necessary, but not sufficient, element
Education should & so include training in communication skills
Future research should compare different educational interventions

different, comprehensive training interventions. Again,
close collaboration with specialized mental health pro-
fessionals from consultation-liaison psychiatry (CL-Psy-
chiatry) is especidly crucia (Table 5).

Nonpharmacological treatments

Prior to the discussion of treatment, the issue of preven-
tion will be addressed. Since depression is associated
with different factors, such as psychological and physical
symptom distress, ineffective coping styles, and poor so-
cial support [17, 24, 37, 46, 70], preventive interventions
could possibly have an impact. Up to now such attempts
have not been very successful. In nontargeted interven-
tions, a reduction in depression scores for patients in
psychoeducational groups was achieved; the reduction
did not seem to be clinically significant [27]. The same
holds true for other interventions, which failed to reduce
the incidence of depression [12, 32, 105, 111]. In order
to have an impact, preventive interventions will most
probably have to be targeted at patients at risk.

Treatment of depression should not be restricted to
the prescription of a psychotropic medication. The empa-
thy and support of significant others and of the medical
team are as important as the psychopharmacological
treatment [33, 77]. In addition to basic but very impor-
tant nonspecific therapeutic interventions, such as sup-
port and information, specific psychotherapeutic inter-
ventions have been proposed for the treatment of depres-
sion in patients with severe and life-threatening diseases
[19, 27, 89, 90]. However, only in a few studies on psy-
chotherapy in the medically ill has the methodology been
comprehensively described. Information on such impor-
tant aspects as how randomization was achieved or how
sample size, power and confidence intervals were calcu-
lated is most often lacking [23]. It is difficult to compare
these studies, since timing and duration of interventions
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vary, description of the practitioners providing the inter-
ventions is lacking, and study samples and outcome
measures differ. Despite these difficulties, a recent meta-
analysis of 30 trials of psychological interventionsin de-
pressed patients with cancer (10 trials were excluded be-
cause of missing data) demonstrated that interventions
targeted at patients at risk or with significant psychologi-
cal distress were associated with clinically powerful ef-
fects; group therapy was found to be more effective than
individual therapy [87].

Most of the studies demonstrating the efficacy of psy-
chotherapeutic techniques in depressed patients with
cancer are based on group formats and cognitive-behav-
ioral, time-limited models that have emphasized coping
strategies, psychological strengths, personal control, re-
laxation training and cognitive restructuring [19, 27, 89,
90]. Some psychotherapeutic models have combined
structured cognitive behavioral techniques with an exis-
tential approach [89], while others have reported the effi-
cacy of a treatment package combining behavioral and
pharmacological therapies [40]. Even though structured
treatments have proved to be more effective in the reduc-
tion of depression than nonstructured treatments [68],
clinical experience suggests that more psychodynamical-
ly oriented treatments may also be beneficial in the pal-
liative care setting [33].

Unresolved issues

Before we can rely exclusively on scientific evidence
when implementing psychotherapeutic programs in pal-
liative care, the following issues need to be considered
(Table 6). First, preventive interventions cannot yet be
conceptualized. Second, it is necessary to ask whether
the quantitative approaches used for the scientific evalu-
ation of psychotherapeutic interventions are optimal for
studying the complex topic of psychotherapy with pa-
tients who are facing the highly individual and existen-
tial issues of life and death. Outcome measures of de-
pression that define the “success’ of a given intervention
in paliative care have yet to be defined. Third, it re-
mains unknown whether psychotherapeutic interven-
tions, such as group therapies and structured treatments
implemented by trained counsellors that have been em-
piricaly tested, are beneficial for the majority of patients
or whether they should be used in selected populationsin
specific clinical and cultural embeddings [19]. Fourth, a
final interesting question concerns the key elements of
psychotherapeutic interventions. It is well known from
psychotherapeutic research that many nonspecific factors
common to different interventions, such as empathy, pro-
viding information and support, and mutual emotional
involvement, are key elements of psychotherapeutic pro-
gress [44, 86, 92]. Given all the reasons described above
and the complexity of the palliative care patients, highly

Table 6 Nonpharmacological treatment of depression in palliative
care: unresolved issues

Preventive interventions will have to be targeted, but the profile
of patients at risk for depression remains unknown

Many methodological aspects (e.g., concerning outcome)

of psychotherapeutic intervention studies, are still controversial,
and many of the studiesin the palliative care setting have
methodological flaws

Efficacy of psychotherapeutic interventions has been
demonstrated, but effectiveness studies are still lacking
Nonspecific elements of psychotherapeutic interventions,

such as empathy, favoring emotional expression and information
are known to be beneficial, yet remain to be evaluated

Table 7 Nonpharmacological treatment of depression in palliative
care: recommendations

Implementation of psychological treatments should be based
on clinical and scientific evidence at this point in time

Training of nonpsychiatric staff (see recommendations
for training) is currently the most effective strategy to improve
the situation of the depressed patient in palliative care

Future research should focus on effectiveness studies
and the unspecific therapeutic elements that can be offered
by nonpsychiatric staff

Psychotherapeutic efforts should also include the patients
significant others

structured treatment modalities have to be regarded with
caution despite the empirical evidence of their usefulness

[97].

Recommendations

It is suggested that at this point in time, the implementa-
tion of psychological treatment should not be based on
scientific evidence aone, and both highly structured psy-
chotherapeutic treatments and other treatment modalities
for which thereis clinical although not yet empirical evi-
dence of effectiveness can be recommended. In view of
the persisting lack of mental health professionals work-
ing in palliative care, training of the nonpsychiatric staff
is currently the most effective strategy to improve non-
pharmacological treatment of the depressed patient with
advanced disease. The above-mentioned training in com-
munication skills is a basic requirement in reaching this
goal; however, it is only one element in improving the
psychological care of the depressed patient in palliative
care. Future research should focus on the effectiveness
and role of nonspecific elements of the psychotherapeu-
tic process. Owing to the high levels of depression in
significant others of patients in palliative care [39], they
too, should benefit from these efforts (Table 7).



Psychopharmacological treatment

In most cases, management of major depression also in-
volves pharmacological treatment. There has been con-
siderable progress in the development of new antidepres-
sants with a more favorabl e side effect profile facilitating
their use in the medically ill and the elderly [5, 66]. De-
spite these developments, clinical utilization of these
substances remains stable over time and is restricted to a
small minority of patients with advanced disease [95]. A
recent study on the prescription of antidepressant medi-
cation in palliative care found that only 10% of the pa-
tients admitted to a palliative care inpatient unit were
treated with an antidepressant. In the majority of cases,
the medication was initiated during the final 2 weeks of
life, consequently leaving insufficient time for the medi-
cation to have any therapeutic effect [53]. Barriers to the
use of antidepressants derive from the patient (e.g., lack
of compliance, fear of side effects) or from the physician
(e.g., lack of training, unfamiliarity with these sub-
stances) [49].

Thus, there is a considerable gap between the pro-
gress in the development of newer antidepressants and
their utilization. Even when the diagnosis of depression
has been established and initiation of psychopharmaco-
logical treatment seems obvious, less than a quarter of
depressed psychiatric patients receive effective treatment
[31, 67]. It isdifficult to imagine that the situation in the
palliative care setting is any better. Although there are
many reports on the efficacy of antidepressants in de-
pressed patients with advanced somatic disease, only a
few controlled studies have been conducted [5]. These
placebo-controlled double-blind studies support the clin-
ical experience indicating that these substances improve
depressive symptoms and quality of life [41, 81, 103]. If
such treatment is indicated, these medications should be
prescribed in a dose that guarantees therapeutic efficacy
(therapeutic range). Medications should be changed if
there is no appropriate response after a 2- to 3-week
treatment period with a therapeutic dosage [5]. After res-
olution of the depressive state, they should be continued
for at least 4-6 months and slowly tapered [88].

The era of antidepressants started with agents with ef-
fects on multiple receptor systems, then progressed to se-
lective agents with single pharmacological mechanisms,
and we now have drugs that again offer multiple receptor
actions but also selective mechanisms, reducing side ef-
fects while maintaining clinical efficacy [5]. Because
older and newer antidepressants are equally efficacious
[88, 106], both adverse effect profiles and pharmacol ogi-
cal properties (half-life, interactions, accumulation in he-
patic and renal impairment) should determine the one se-
lected. The newer (serotoninergic) agents have fewer
side effects; some of them are available in liquid forms
for patients with difficulties in swallowing and can be
considered as first-line treatment in the presence of med-

ical illness [4]. Tricyclics or tetracyclics (mianserin) may
still be useful, for example in patients with concomitant
insomnia and neuropathic pain [57]. The reader is re-
minded that tricyclic agents have anticholinergic and an-
tihistaminic properties and should therefore be used with
caution in the elderly, in patients with advanced or car-
diovascular disease, and in those also being treated with
opiates [8]. Different tricyclics and serotoninergic agents
are significant inhibitors of the isoenzyme CYP2D6
[101], which catalyzes the conversion of codeine into
morphine, and thus may almost completely abolish its
analgesic action [22]. There has been a recent interest in
phytotherapeutic agents (hypericum extracts) for depres-
sion of moderate intensity [74]; no studies have yet been
conducted with these substances in palliative care. Final-
ly, mirtazepine, one of the newest agents with both sero-
toninergic and noradrenergic actions, seems to be well
tolerated in the elderly [34], but again has not been stud-
ied in the palliative care setting.

Amphetamines (psychostimulants) have also been
used for the treatment of depression in palliative care.
They are known to improve arousal, energy, ability to
concentrate and depressive symptoms [42]. They have a
rapid onset of action (within 2 days) and may therefore
be useful for patients with limited survival [71]. Severad
open trials and also randomized double-blind placebo-
controlled studies in depressed medically ill patients
have led to the conclusion that amphetamines are effec-
tive in relieving depressive symptoms, especially in ad-
justment disorders (but also major depression) and in
women [42, 55, 108]. They should not be prescribed to
agitated or anxious patients [10, 42]. During the latent
period before antidepressants take effect, aternative
treatments with benzodiazepines [40, 98] and neurolep-
tics [63] may also be considered, especially for patients
in the terminal phase of their life.

Unresolved issues

Some of the unresolved issues are listed in Table 8. Stud-
ies comparing different classes of medications for differ-
ent clinical situations, such as for rapid relief of symp-
toms or rapid onset of action until antidepressant treat-
ment is effective, are till lacking, and clinical experienc-
es remain somehow controversial. Such studies with
higher numbers of patients would be of great impor-
tance, but are not easy to conduct because of recruitment
difficulties, drop-outs and intercurrent disease and treat-
ment variables [41]. Finally, various factors hampering
effective psychopharmacological treatment remain un-
known.
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Table 8 Psychopharmacological treatment of depression in pallia-
tive care: unresolved issues

Effectiveness studies comparing different agents are still lacking
The value of alternative substances, such as amphetamines, for pa-
tients with limited survival times remains unknown

A variety of patient-, physician- and health care-related factors
hamper effective pharmacological treatment; yet they have not
been identified and targeted in intervention studies

Table 9 Psychopharmacological treatment of depression in pallia-
tive care: recommendations

Antidepressants should be utilized without delay once the
diagnosis of major depression has been established

Until effectiveness or if survival timeisvery limited,
amphetamines, benzodiazepines and neurol eptics should be
considered

Strategies to improve pharmacological treatment should not be
conceptualized separately, but should be part of an comprehensive
management strategy

Future research should attempt to identify and target factors that
hamper effective pharmacological treatment

Recommendations

Thereis enough clinical and scientific evidence to justify
exploiting the benefit of these medications, even in ater-
minal stage of disease (see Table 9) [14]. Medication
should be started without delay, like any other therapy
aimed at symptom control. In patients with limited life
expectancy, amphetamines may be considered. For the
relief of suffering until antidepressants are effective and
in anxious and depressed patients, benzodiazepines and
neuroleptics may also be useful. Strategies to improve
pharmacological treatment cannot be conceptualized
separately, but should be part of a comprehensive man-
agement strategy based on a proactive but thoughtful ap-
proach with due consideration for all aspects of depres-
sion in palliative care. Future research should focus on
interventions directed at barriers that hamper adequate
prescription of antidepressants.

Table 10 Conclusions

— Undertreatment and underdetection of depression
in palliative care remains a major problem impairing
the quality of life of the patients and their significant others
— A proactive and comprehensive approach should be favored.
Such an approach addresses detection and treatment
of depression in palliative care and training,
and consistsin clinical, scientific and educational strategies
— A flexible approach should be adopted to the implementation
of general guidelines, depending on the setting
— Close collaboration with specialized mental health
professionalsis highly recommended

— Clinical experience and scientific evidence
should be considered when psychological treatment
modalities are implemented

— Studies evaluating different comprehensive approaches
should be initiated

Conclusions

Depression in palliative care is a most complex topic,
being associated with many unresolved issues as well as
alack of scientific evidence. The major problem remains
the underdetection and undertreatment of the disorder,
both of which are related to a variety of different factors,
only some of which have been identified (Table 10). A
proactive approach to this problem should include clini-
cal, scientific and educational aspects and address detec-
tion and treatment of depression in palliative care in a
comprehensive manner. Such an approach would over-
come the shortcomings of isolated actions, which lose
their impact in targeting the individual levels of the
problem separately. In order to achieve these objectives,
interdisciplinary cooperation with specialized mental
health professionals from consultation-liaison psychiatry
and psychooncology will be necessary.
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